The British Journal of 
Clinical Pharmacology 


Volume 43 
1997 


Published for 
The British Pharmacological Society by 
Blackwell Science 2 


» 

i 

Bay 

> 

Re, 


© 1997 Blackwell Science Ltd 
Osney Mead, Oxford OX2 OEL 

25 John Street, London WCIN 2BL 

23 Ainslie Place, Edinburgh EH3 6AJ 

Suite 500, Sth Floor, 238 Main Street, Boston, MA 02142, USA 
54 University Street, Carlton, Victoria 3053, Australia 


Other Editorial Offices: 

Blackwell Wissenschafts- Verlag GmbH 
Kurfiirstendamm 57 

1707 Berlin 

Germany 


Blackwell Wissenschafts- Verlag GmbH 
Zehetnergasse 6 

A-1140 Wien 

Austria 


Published on behalf of 
The British Pharmacological Society 


All rights reserved. No part of this publication may be reproduced, stored in a retrieval system, or transmitted, in any form or 
by any means, electronic, mechanical, photocopying, recording, or otherwise, without. the prior permission of the 
copyright owner. Authorization to photocopy items for internal or personal use, or the internal or personal use of specific 
clients, is granted by Blackwell Science for libraries and other users registered with the Copyright Clearance Center (CCC) 
Transactional Reporting Service, provided that the base fee of $14.00 per copy is paid directly to CCC, 222 Rosewood Drive, 
Suite 910, Danvers, MA 01923, USA. 0206-5251/97 $14.00/0. (For copying beyond that permitted by Sections 107 or 108 of the 
US Copyright Law). This consent does not extend to other kinds of copying, such as copying for general distribution, for 
advertising or promotional purposes, for creating new collective works, or for resale. Special requests should be addressed to 
the Editor. 


Typeset by The Charlesworth Group, Huddersfield 
Printed in Great Britain 
at the University Press, Cambridge 


r 


41 


49 


55 


65 


Volume 43, Number 1, January 1997 


Editorial 
New cover — renewed commitment: David J. Back, 
Gordon T. McInnes & G. T. Tucker 


Leading article 


Fraud and misconduct in medical research: Frank 
Wells 


Reviews 

Evaluation of partial B-adrenoceptor agonist activity: 
B. J. Lipworth & Alison Grove 

Integrating clinical pharmacology in a new problem 
based medical undergraduate curriculum: G. Lioyd- 
Jones, T. Walley & J. Bligh 


Meeting report 

VI World Congress on Clinical Pharmacology and 
Therapeutics, Buenos Aires, 4—9 August 1996: 

T. Walley 


Pharmacokinetics and drug disposition 

Comparison of the pharmacokinetics of lamotrigine 
in patients with chronic renal failure and healthy 
volunteers: R. Wootton, J. Soul-Lawton, P. E. Rolan, 
C. T. C. Fook Sheung, J. D. H. Cooper & J. Posner 
Prevention of amlodipine absorption by activated 
charcoal: effect of delay in charcoal administration: 
K. Laine, K. T. Kivisté, I. Laakso & P. J. Neuvonen 
Meloxicam pharmacokinetics in renal impairment: 
J. M. Boulton-Jones, C. G. Geddes, G. Heinzel, 

D. Tiirck, G. Nehmiz & P. J. R. Bevis 


Pharmacokinetics and pharmacodynamics 
Pharmacokinetics and pharmacodynamics of single 
and multiple doses of the MAO-B inhibitor 
lazabemide in healthy subjects: J. Dingemanse, 

N. Wood, K. Jorga & R. Kettler 

Initial human experience with MK-462 (rizatriptan): 
a novel 5-HTjp agonist: D. G. Sciberras, 

W. J. Polvino, B. J. Gertz, H. Cheng, 

M. Stepanavage, J. Wittreich, T. Olah, M. Edwards & 
T. Mant 


Pharmacodynamics 

Onset of the neuromuscular block simulated in an 
anatomical model: V. Nigrovic, A. Banoub, 

C. Diefenbach, H. Mellinghoff & W. Buzello 

Effects of lanreotide, a somatostatin analogue, on 
postprandial gastric functions and biliopancreatic 
secretions in humans: A. Lamrani, N. Vidon, P. Sogni, 
P. Nepveux, F. Catus, J. Blumberg & S. Chaussade 


Volume 43, Number 2, February 1997 


Pharmacokinetics and drug disposition 
Comparison of two Bayesian approaches to dose- 
individualization for once-daily aminoglycoside 
regimens: S. B. Duffull, C. M. J. Kirkpatrick and 
E. J. Begg 


Contents 


71 


77 


85 


91 


99 


104 


109 


116 


119 


124 


The analgesic tramadol has minimal effect on 
gastrointestinal motor function: C. H. Wilder-Smith & 
A. Bettiga 

A placebo controlled study of flumazenil in 
bronchoscopic procedures: B. H. Williamson, 

P. J. Nolan, A. E. Tribe & P. J. Thompson 

Effect of Anapsos (Polypodium leucotomos extract) on 
in vitro production of cytokines: J. M. Sempere, 

C. Rodrigo, A. Campos, J. F. Villalba & J. Diaz 


Therapeutics 

Development of prescribing indicators for elderly 
medical inpatients: C. A. Oborne, G. M. Batty, 
V. Maskrey, C. G. Swift & S. H. D. Jackson 


Short reports 

Modulation of CYP2E1 activity by isoniazid in rapid 
and slow N-acetylators: D. O'Shea, R. B. Kim & 

G. R. Wilkinson 

Short-term sucralfate administration alters potassium 
diclofenac absorption in healthy male volunteers: 

J. Pedrazzoli Junior, M. de Almeida Pierossi, 

M. N. Muscard, H. B. Dias, C. M. Ferreira da Silva, 
F. Duarte Mendes & G. de Nucci 

The effect of repeated-dose activated charcoal on the 
pharmacokinetics of sodium valproate in healthy 
volunteers: A. Al-Shareef, D. C. Buss, H. G. M. Shetty, 
N. Ali & P. A. Routledge 

Renal excretion and pharmacokinetics of foscarnet in 
HIV sero-positive patients: effect of probenecid 
pretreatment: F. H. Noormohamed, M. S. Youle, 

C. J. Higgs, B. G. Gazzard & A. F. Lant 
Intracellular thiopurine nucleotides and azathioprine 
myelotoxicity in organ transplant patients: R. Boulieu, 
A. Lenoir, M. Bertocchi & J-F. Mornex 

The effect of intravenous aminophylline on essential 
tremor: D. C. Buss, R. W. Marshall, N. Milligan, 

I. McQueen, D. A. S. Compston & P. A. Routledge 


Book reviews 

Potassium Channels and their Modulators edited by 

J. M. Evans, T. C. Hamilton, 8S. D. Longman & 

G. Stemp: P. J. Barnes 

Advanced Drug Design and Development: A Medicinal 
Chemistry Approach edited by P. N. Kourounakis & 
E. Rekka: D. E. Jane 

Paracetamol (acetaminophen): A Critical Bibliographic 
Review by L. F. Prescot: G. O'Callaghan & J. Miners 


Cytochromes P450 mediating the 
N-demethylation of amitriptyline: P. Ghahramani, 
S. W. Ellis, M. S. Lennard, L. E. Ramsay & 

G. T. Tucker 


q 

1 

3 

9 

= 

21 

23 

29 

112 

137 

125 


Pharmacokinetics and pharmacodynamics 183 The risk of acute liver injury associated with 

145 Disposition and effects of flurbiprofen enantiomers in cimetidine and other acid-suppressing anti-ulcer 
human serum and blister fluid: R. Oelkers, drugs: L. A. Garcia-Rodriguez, M-A. Wallander & 
W. Neupert, K. M. Williams, K. Brune & B. H. Ch. Stricker 
G. Geisslinger 

155 Pharmacokinetics and systemic effects of inhaled Short reports Ua ; 
fluticasone propionate in healthy subjects: 189 Tamoxifen metabolic patterns within a glioma patient 
L. Thorsson, K. Dahlstrém, S. Edsbdacker, A. Kallén, population treated with high-dose tamoxifen: 

J. Paulson & J-E. Wirén J. Ducharme, K. Fried, G. Shenouda, B. Leyland-Jones 

163 Evidence for both in vivo and in vitro interaction & 1 W. Wainer ' 7 ee 
between vigabatrin and alanine transaminase: 194 The mechanism of cyclosporine toxicity induced by 
A. Richens, J. R. McEwan, J. C. Deybach & clarithromycin: S. T. Spicer, C. Liddle, 

J. P. Mumford J. R. Chapman, P. Barclay, B. J. Nankivell, 
P. Thomas & P. J. O'Connell 
Ph — 197 1-Methylxanthine derived from caffeine as a 
169 Pj j pharmacodynamic probe of oxypurinol effect: 
of beng D. J. Birkett, J. O. Miners, L. Valente, 
K. J. Lillywhite & R. O. Day 
hyperresponsiveness in asthmatics: E. J. M. Weersink, Re: 
201 A pharmacokinetic and pharmacodynamic interaction 
D. S. Postma, G. H. Koéter, Y. Man, A. T. Nials & nee * Z 
R A. Cole study between nebivolol and the H,-receptor 
a antagonists cimetidine and ranitidine: F. Kamaii, 
A. Howes, S. H. L. Thomas, G. A. Ford & E. Snoeck 
Therapeutics 

177 Under-reporting of adverse drug reactions in general 205 Proceedings of the British Pharmacological Society, 
practice: Y. Moride, F. Haramburu, A. A. Requejo & Clinical Pharmacological Section ( University of 
B. Bégaud Dundee, 11-13 September 1996) 

Volume 43, Number 3, March 1997 
Opinion 301 A prospective study of the effects of prolonged 

219 Clinical trials: specific problems associated with the timolol therapy on a- and fB-adrenoceptor and 
use of a placebo control group: T. J. M. Cleophas, angiotensin II receptor mediated responses in normal 
J. v. d. Meulen & R. B. Kalmanson subjects: A. Ferro, J. A. Hall, J. E. C. Dickerson & 
M. J. Brown 

223 Eradication of Helicobacter pylori: an objective 309 Effects of frusemide and hypoxia on ts polmenary 
vascular bed in man: D. G. Kiely, R. I. Cargill & 
assessment of current therapies: J. G. Penston : 

& K. E. L. McColl 
Pharmacokinetics and drug disposition 

245 Evidence for involvement of human CYP3A in the Short reports 
3-hydroxylation of quinine: H. Zhang, P. F. Colville, 315 Effect of ketoconazole on the pharmacokinetics of 
R. J. Walker, J. O. Miners, imipramine and desiparamine in healthy subjects: 

D. J. Birkett — S. Wanwimolruk E. Spina, A. Avenoso, G. M. Campo, M. G. Scordo, 

253 Theophylline has no advantages over caffeine as a A, P. Caputi & F. Perucca 
putative model drug for assessing CYP1A2 activity in 319 Influence of itraconazole on the pharmacokinetics 
humans: B. Buur Rasmussen & K. Brosen and electrocardiographic effects of astemizole: 

259 Sources of variability in nicotine and cotinine levels R. A. Lefebvre, A. Van Peer & R. Woestenborghs 
with use of nicotine nasal spray, transdermal 323 Effect of the non peptide angiotensin II antagonist, 
nicotine, and cigarette smoking: N. L. Benowitz, GR117289C on the vasoconstrictor actions of 
S. Zevin & P. Jacob, Ill angiotensin II in the human forearm: D. Lyons, 
Pharmacokinetics and pharmacodynamic . perce Nixon, M. M. R. Young, J. Smith & 

269 Interaction between sotalol and an antacid 

2 327 The haemodynamic effects of subcutaneous 
preparation: S. Lder, J. Neumann & H. Scholz : : 

sumatriptan, a 5HT,-receptor agonist: S. Hood, 

273 The pharmacokinetics and effects on blood pressure D. Birnie & S. Hillis 
of multiple doses of the novel anti-migraine drug 

329 The effect of the neutral endopeptidase inhibitor 
zolmitriptan (311C90) in healthy volunteers: d 

; rug, candoxatril, on circulating levels of two of the 
R. Dixon, C. Gillotin, M. Gibbens, J. Posner & . . 
RW. Peck most potent vasoactive peptides: G. McDowell, 

* ome W. Coutie, C. Shaw, K. D. Buchanan, A. D. Struthers 

283 A computer model for the measurement of & D. P. Nicholls 
compliance using a dual tracer technique: D. Shine & 
J. McDonald 333 Twenty-four hour plasma profile of sustained-release 

isosorbide mononitrate in healthy volunteers and in 
Pharmacodynamics patients with chronic stable angina. Two open label 

291 The effects of combined treatment with B,-selective trials: T. Baxter & C. J. Eadie 
antagonists and lipid-lowering drugs on fat 336 Relative bioavailability of salbutamol to the lung 
metabolism and measures of fatigue during moderate following inhalation via a novel dry powder inhaler 
intensity exercise: a placebo-controlled study in and a standard metered dose inhaler: M. Hindle, 
healthy subjects: C. J. Eagles & M. J. Kendall E. M. Peers, M. Parry-Billings & H. Chrystyn 


339 


245 


301 


451 


Volume 43, Number 4, April 1997 


Volume 43, Number 5, May 1997 


457 


Letters to the Editors 

The asthma death problem revisited: P. Ernst 
& S. Suissa 

Drug treatment of hypertension in acute intermittent 
porphyria: doxazosin and am!odipine: A. Gorchein 


Opinion 
Clinical trials: specific problems associated with the 
use of a placebo control group: T. J. M. Cleophas, 
J. v. d. Meulen & R. B. Kalmanson 


Review 

Eradication of Helicobacter pylori: an objective 
assessment of current therapies: J. G. Penston 
& K. E. L. McColl 


Pharmacokinetics and drug disposition 

Evidence for involvement of human CYP3A in the 3- 
hydroxylation of quinine: H. Zhang, P. F. Colville, 
R. J. Walker, J. O. Miners, 

D. J. Birkett & S. Wanwimolruk 

Theophylline has no advantages over caffeine as a 
putative model drug for assessing CYP1A2 activity in 
humans: B. Buur Rasmussen & K. Brosen 

Sources of variability in nicotine and cotinine levels 
with use of nicotine nasal spray, transdermal 
nicotine, and cigarette smoking: N. L. Benowitz, 

S. Zevin & P. Jacob, II 


Pharmacokinetics and pharmacodynamics 
Interaction between sotalol and an antacid 
preparation: S. Laer, J. Neumann & H. Scholz 

The pharmacokinetics and effects on blood pressure 
of multiple doses of the novel anti-migraine drug 
zolmitriptan (311C90) in healthy volunteers: 

R. Dixon, C. Gillotin, M. Gibbens, J. Posner & 

R. W. Peck 

A computer model for the measurement of 
compliance using a dual tracer technique: D. Shine & 
J. McDonald 


Pharmacodynamics 

The effects of combined treatment with ,-selective 
antagonists and lipid-lowering drugs on fat 
metabolism and measures of fatigue during moderate 
intensity exercise: a placebo-controlled study in 
healthy subjects: C. J. Eagles & M. J. Kendall 

A prospective study of the effects of prolonged 
timolol therapy on «- and f-adrenoceptor and 
angiotensin II receptor mediated responses in normal 


Review 
Pharmacoeconomics: evaluating the evaluators: 
A. Haycox & T. Walley 


Pharmacokinetics and drug disposition 
Population pharmacokinetics of lamotrigine 
monotherapy in patients with epilepsy: retrospective 
analysis of routine monitoring data: Z Hussein & 

J. Posner 


341 


309 


315 


319 


w 
w 


339 


341 


467 


471 


The interaction of terbinafine and cyclosporine A in 
renal transplant patients: A. C. Y. Lo, 
S-L. Lui, W-K. Lo, D. T. M. Chan & I. K. P. Cheng 


subjects: A. Ferro, J. A. Hall, J. E. C. Dickerson & 
M. J. Brown 
Effects of frusemide and hypoxia on the pulmonary 
vascular bed in man: D. G. Kiely, R. I. Cargill & 
B. J. Lipworth 


Short reports 

Effect of ketoconazole on the pharmacokinetics of 
imipramine and desiparamine in healthy subjects: 

E. Spina, A. Avenoso, G. M. Campo, M. G. Scordo, 
A. P. Caputi & F. Perucca 

Influence of itraconazole on the pharmacokinetics 
and electrocardiographic effects of astemizole: 

R. A. Lefebvre, A. Van Peer & R. Woestenborghs 
Effect of the non peptide angiotensin II antagonist, 
GR117289C on the vasoconstrictor actions of 
angiotensin II in the human forearm: D. Lyons, 

J. Webster, A. Nixon, M. M. R. Young, J. Smith & 
N. Benjamin 

The haemodynamic effects of subcutaneous 
sumatriptan, a SHT,-receptor agonist: S. Hood, 

D. Birnie & S. Hillis 

The effect of the neutral endopeptidase inhibitor 
drug, candoxatril, on circulating levels of two of the 
most potent vasoactive peptides: G. McDowell, 

W. Coutie, C. Shaw, K. D. Buchanan, A. D. Struthers 
& D. P. Nicholls 

Twenty-four hour plasma profile of sustained-release 
isosorbide mononitrate in healthy volunteers and in 
patients with chronic stable angina. Two open label 
trials: T. Baxter & C. J. Eadie 

Relative bioavailability of salbutamol to the lung 
following inhalation via a novel dry powder inhaler 
and a standard metered dose inhaler: M. Hindle, 

E. M. Peers, M. Parry-Billings & H. Chrystyn 


Letters to the Editors 

The asthma death problem revisited: P. Ernst 
& S. Suissa 

Drug treatment of hypertension in acute intermittent 
porphyria: doxazosin and amlodipine: A. Gorchein 
The interaction of terbinafine and cyclosporine A in 
renal transplant patients: A. C. Y. Lo, 

S-L. Lui, W-K. Lo, D. T. M. Chan & I. K. P. Cheng 


Lack of inhibitory effect of cimetidine on caffeine 
metabolism in children using the caffeine breath test: 

A. C. Parker, P. Pritchard, T. Preston, A. M. Dalzell & 
I. Choonara 


Pharmacokinetics and pharmacodynamics 
Concentrations and effects of zopiclone are greatly 
reduced by rifampicin: K. Villikka, 

K. T. Kivisté, T. S. Lamberg, T. Kantola & 

P. J. Neuvonen 


q 
= 
4 
219 
253 
259 
327 
329 
269 
273 
333 
283 336 
| 
|| 


475 


481 


501 


Pharmacokinetic and pharmacodynamic interaction 
trial after repeated oral doses of imidapril and digoxin 
in healthy volunteers: S. Harder & P. A. Thiirmann 
Natriuretic efficiency of frusemide as a consequence of 
drug input rate: M. Wakelkamp, G. Alvan & 

G. Paintaud 


Pharmacodynamics 

Intra-arterial substance P mediated vasodilatation in 
the human forearm: pharmacology, reproducibility and 
tolerability: D. E. Newby, D. G. Sciberras, 

C. M. Mendel, B. J. Gertz, N. A. Boon & D. J. Webb 
Characterization of angiotensin-II effects on cerebral 
and ocular circulation by noninvasive methods: 

K. Krejcy, M. Woltzt, C. Kreuzer, H. Breiteneder, 

W. Schiitz, H-G. Eichler & L. Schmetterer 


Volume 43, Number 6, June 1997 


559 


563 


571 


579 


589 


593 


603 


613 


619 


Review 

Pharmacoeconomics: integrating economic evaluation 
into clinical trials: A. Haycox, M. Drummond & 

T. Walley 


Pharmacokinetics 

Pharmacokinetics of f-adrenoceptor blockers in 
obese and normal volunteers: G. Cheymol, 

J-M. Poirier, P.-A. Carrupt, B. Testa, 

J. Weissenberger, J-C. Levron & E. Snoeck 
Pharmacokinetics of recombinant human interleukin- 
11 (rhIL-11) in healthy male subjects: K. Aovama, 

T. Uchida, F. Takanaki, T. Usui, T. Watanbe, 

S. Higuchi, T. Toyoki & H. Mizoguchi 

The absolute bioavailability and metabolic 
disposition of the novel antimigraine compound 
zolmitriptan (311C90): E. Seaber, N. On, R. M. Dixon, 
M. Gibbens, W. J. Leavens, J. Liptrot, G. Chittick, 

J. Posner, P. E. Rolan & R. W. Peck 

A comparative population pharmacokinetic analysis for 
methylprednisolone following multiple dosing of two 
prodrugs in patients with acute asthma: T. J. Parker, 
P. T. Daley- Yates & S. A. Wood 


Pharmacokinetics and pharmacodynamics 
Pharmacokinetics and pharmacodynamic assessment of 
bioavailability for two prodrugs of methylprednisolone: 
P. T. Daley- Yates, A. J. Gregory & C. D. Brooks 
Popuiation analysis of the non linear red blood cell 
partitioning and the concentration-effect relationship of 
draflazine following various infusion rates: E. Snoeck, 
V. Piotrovskij, P. Jacqmin, A. Van Peer, M. Danhof, 

K. Ver Donck, R. Woestenborghs, H. Van Belle, 

L. Van Bortel, R. Van Gool, A. G. Dupont & 

J. Heykants 

Pharmacokinetics and safety of JTP-4819, a novel 
specific orally active prolyl endopeptidase inhibitor, in 
healthy male volunteers: K. Umemura, K. Kondo, 

Y. Ikeda, T. Kobayashi, Y. Urata & M. Nakashima 


Drug metabolism 

Vanlafaxine: in vitro inhibition of CYP2D6 dependent 
imipramine and desipramine metabolism; comparative 
studies with selected SSRIs, and effects on human 
hepatic CYP3A4, CYP2C9 and CYPIA2: S. E. Ball, 
D. Ahern, J. Scatina & J. Kao 


509 


521 


525 


627 


633 


639 


649 


653 


659 


661 


665 


667 


Dopamine natriuresis in sait-repleted, water-loaded 
humans: a _  dose-reponse study: N. V. Olsen, 
M. H. Olsen, J. Bonde, 

I-L. Kanstrup, I. Plum, S. Strandgaard 

& P. P. Leyssac 


Meeting report 
Genetics and the therapy of cardiovascular disease 


Proceedings of the British Pharmacological Society, 
Clinical Pharmacology Section (18-20 December 1996, 
The Brighton Centre) 


Endotoxin depresses hepatic cytochrome P450-mediated 
drug metabolism in women: S. 1. Shedlofsky, 
B. C. Israel, R. Tosheva & R. A. Blouin 


Pharmacodynamics and therapeutics 

Comparison of the effects of a selective muscarinic 
receptor antagonist and hyoscine (scopolamine) on 
motion sickness, skin conductance and heart rate: 

J. F. Golding & J. R. R. Stott 

Compliance with a 2 day course of artemether- 
mefloquine in an area of highly multi-drug resistant 
Plasmodium falciparum malaria: K. Na-Bangchang, 
K. Congpuong, J. Sirichaisinthop, K. Suprakorb & 

J. Karbwang 

Consulting the oracle: a Delphi Study to determine the 
content of a postgraduate distance learning course in 
therapeutics: E. Boath, J. Mucklow & P. Black 


Adverse drug reactions 

Hospitalization for serious blood and skin disorders 
following co-trimoxazole: M. Wald Meyers & H. Jick 
The pathophysiological mechanism of fluid retention in 
advanced cancer patients treated with docetaxel, but 
not receiving corticosteroid comedication: A. Béhar, 

E. Pujade-Lauraine, A. Maurel, M. D. Brun, G. Lagrue, 
F. Feuilhade De Chauvin, D. Oulid-Aissa & D. Hille 


Short reports 

Association between CYP2C/9 genotype and proguanil 
oxidative polymorphism: J. K. Coller, A. A. Somogyi & 
F. Bochner 

Lack of effect of eprosartan on the single dose 
pharmacokinetics of orally administered digoxin in 
healthy male volunteers: D. E. Martin, D. Tompson, 

S. C. Boike, D. Tenero, B. Ilson, D. Citerone & 

D. K. Jorkasky 


Letter to the Editors 

Neurological, cardiovascular and metabolic effects of 
mefloquine in healthy volunteers: a double-blind, 
placebo-controlled trial: S. J. W. Evans & P. C. Waller: 
T. M. E. Davis 


Author and subject index to Volume 43 


= 
493 
= 
= 
= 643 3 
= 
= 
= 
= 


7 


